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DETAILED ACTION 

Continued Examination Under 37 CFR 1. 1 14 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
7/16/2010 has been entered. 

Claim 1 was amended. Claims 11-16 were newly added. Claims5 and 7-8 stand 
cancelled. Claims 1-4, 6, and 9-16 are pending. Claims 3-4 and 9-10 remain withdrawn 
for being directed to nonelected subject matter. Claims 1-2, 6, and 11-16 are under 
consideration to their full extent. The species election is withdrawn. 

Information Disclosure Statement 

Acknowledgement is made of applicant's submitting an information disclosure 
statement on 1 1/20/2009. A copy of the foreign patent documents listed on the IDS was 
not supplied. As these foreign patent documents were the only items listed on the IDS, 
the submission fails to comply with the provisions of 37 CFR 1.97. Accordingly, the 
information disclosure statement has not been considered by the examiner. 
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Claim Objections 

Claims 1 and 2 are objected to because of the following informalities: The claims 
are objected to because they include reference characters which are not enclosed 
within parentheses. Reference characters corresponding to elements recited in the 
detailed description and/or the drawings and used in conjunction with the recitation of 
the same element or group of elements in the claims should be enclosed within 
parentheses so as to avoid confusion with other numbers or characters which may 
appear in the claims. See MPEP § 608.01 (m). Formula I, Formula II as well as the I 
and II next to the structure should be enclosed within parentheses. Additionally, it is 
noted that an open parenthesis is missing regarding formula (a) in the definition of 
variable R6 in claim 1 . Appropriate correction is required. 



Claim Rejections - 35 USC § 1 12 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1, 6, and 11-16 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claim 1 was amended to recite "wherein R6 is in the meta position". Newly 
added claims 13 and 16 recite "wherein R2 is in the para position", and "wherein R2 is 
in the para position and R6 is in the meta position" respectively. The descriptors ortho, 
meta and para in chemistry are relative descriptors which are typically only used when 
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two substituents are present on an arene ring. As there are three to four non-hydrogen 
substituents present in the compound of formula (I), it is unclear to which substituent 
applicant intends R6 to be meta and to which substituent applicant intends R2 to be 
para. Accordingly, it is unclear which substitution pattern applicant intends for the ring 
variables. For the purposes of examination, the Examiner is interpreting R6 to be meta 
relative to the fixed position R1 ring variable and R2 to be para relative to the fixed 
position R1 ring variable. 

Claim Rejections - 35 USC § 1 12 4 th Paragraph 

The following is a quotation of the fourth paragraph of 35 U.S.C. 112: 

Subject to the following paragraph, a claim in dependent form shall contain a reference to a claim 
previously set forth and then specify a further limitation of the subject matter claimed. A claim in 
dependent form shall be construed to incorporate by reference all the limitations of the claim to which it 
refers. 

Claim 2 is rejected under 35 USC § 112 4 th Paragraph as being of improper 
dependent form for failing to further limit the subject matter of a previous claim. 
Applicant is required to cancel the claim(s), or amend the claim(s) to place the claim(s) 
in proper dependent form, or rewrite the claim(s) in independent form. Claim 2 is 
directed to a compound of formula (II). When n is 1 , a compound outside the scope of 
claim 1 is obtained. Likewise the R4' containing variable can be in the ortho or meta 
position relative to the amino alkanol head group (which corresponds to the R1 
containing variable group in claim 1). Finally, claim 2 recites that the compound is in 
free or salt form. Claim 1, upon which claim 2 depends recites the narrower limitation 
that the compound is in free or pharmaceutically acceptable salt form. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-2, 6 and 11-16 are rejected under 35 U.S.C. 103(a) as being obvious 
over Chiba et al. (US 6004565). This rejection has been modified from that of the 
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previous Office action in order to account for the newly amended anc added claims as 
well as the withdrawal of the species election. 

Chiba et al. teach compounds of the following generic structure (col. 3, line 44- 
col 4. line 40) which are useful as immunosuppressants: 



Wherein W is C1-6 alkyl substituted optionally substituted by hydroxy, inter alia, 
m is 1-3, R1, R2 and R3 are hydrogen, alkyl or acyl, X is a straight-chain alkyl having p 
number of carbons, or the straight chain alkyl may have 1-3 substituents including 
phenyl which may have 1-3 substituents including alkyl inter alia, Y is alkyl, inter alia 
and Z is a straight-chin alkylene having q number of carbon atoms. Variables p and q 
are the same or different and each is an integer of 1 to 20 with the proviso that p + q is 
between and including 6 and 23. In summary, the generic structure of Chiba et al. 
encompasses the instantly claimed compounds. The Examiner acknowledges that the 
definition of W of Chiba et al. (col. 3, lines 57-61) is somewhat ambiguous. This section 
states "or a straight or branched chain C1-C6 alkyl substituted by 1 to 3 substituents 
selected from the group consisting of a halogen, a cycloalkyl, and a phenyl, which may 
be substituted by hydroxy." It is unclear what exactly may be substituted by hydroxyl. It 
is the position of the examiner that the C1-C6 alkyl chain may be substituted by 
hydroxy. This position is supported by the fact that exemplified compound FTY720 (col. 
5, lines 1-8) has W equal to hydroxymethyl, or a C1 alkyl substituted by hydroxy. It is 
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further noted that compound FTY720 has the same amino-1 ,3-diol head group as 
required by the most specific claim, claim 16, as well as a C8 alkyl chain para to this 
head group as required by instant claims 2, 13 and 16. Compound FTY720 differs from 
the compounds of the instant claims in that the R6 substitution of the instant claims is 
missing from this compound. However, Chiba et al. teach that in addition to X being H 
(as in FTY720), that X can be a straight chain alkyl substituted with phenyl, which may 
also be substituted with alkyl (col. 3 line 63-col. 4 line 7). 

Chiba also teaches a pharmaceutical composition comprising said compounds in 
association with a pharmaceutically acceptable diluent or carrier (column 8, lines 19- 
28). 

Chiba et al. generically teach compounds encompassing the instantly claimed 
compounds, but fail to teach a specific example of a compound falling within the 
claimed genera. 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to arrive at the compounds of the instant claims, including a compound 
wherein R1 is ethylene, R2 is octyl and in the para position relative to R1, R5 is 
hydrogen and R6 is 4-octylphenylethyl in the meta position relative to R1 (note the 112 
2 nd rejection above regarding the relative position of the substituents) based on the 
teachings of Chiba et al. with a reasonable expectation for success. One would have 
been motivated to do so because Chiba teaches a generic structure consisting of a 
finite number of compounds that fully encompasses the elected species which are 
useful as immunosuppressants, which is the same utility disclosed for the claimed 



Application/Control Number: 10/575,827 Page 8 

Art Unit: 1611 

compounds. In addition to the generic immunosuppressant compounds disclosed by 
Chiba et al.,Chiba et al. teach compound FTY720 having the same core structure 
required by the most specific claim, claim 16. It would have been obvious to one of 
ordinary skill in the art to replace the X equal to H of FTY720, with a straight chain alkyl 
substituted with phenyl, which may also be substituted with alkyl, specifically 4- 
octylphenylethyl given the fact that this group is taught to be an acceptable X 
substituent. 

Applicant's data in the specification has been considered. The specification 
states at page 6 that the compounds of formula I exhibit valuable pharmacological 
properties such as agonism of S1 P receptors as indicated by in vitro and in vivo tests. 
The specification then outlines various in vitro and in vivo tests and then state that 
compound of formula I deplete peripheral blood lymphocytes when administered at a 
dose of 0.03 to 3 mg/kg. There are no specific results for individual compounds. There 
is no indication from the specification that the compounds of the instant claims exhibit 
superior or somehow unexpected immunosuppressant activity greater than those 
expected based on the teachings of Chiba et al. 

Response to Arguments 

Applicant's arguments filed 7/16/2010 in response to the rejected claims have 
been fully considered, but are not persuasive. 

Applicant argues that the compounds of claim 1 do not fall within the scope of the 
cyclic genus of compounds described by Chiba because the definition of W does not 
include hydroxymethyl or any hydroxyalkyl group. Applicant argues that the phrase 
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from Chiba et al. "which may be substituted by hydroxy" refers only to the immediately 
preceding "phenyl" since each of the options for the different identities of W are 
separated by semicolons. This argument has been fully considered, but is not 
persuasive. 

As discussed in the above rejection, the Examiner acknowledges that the 
description of Chiba et al. for the W substituent is somewhat ambiguous and may be 
read different ways. However, given the fact that the cyclic containing compound 
FTY720 has a head group wherein W is hydroxy methyl, it is clear that the generic 
description of W encompasses C1-C6 alkyl substituted by hydroxy. Again it is pointed 
out that compound FTY720 contains the exact same di-methoxy amino head group as 
required by the most specific claim, instant claim 16. Applicant's argument that the 
different W substituents are separated by semicolons actually supports the position that 
C1-C6 alkyl can be substituted by hydroxy given the fact that the entire phrase "or a 
straight or branched chain C1-C6 alkyl substituted by 1 to 3 substituents selected from 
the group consisting of a halogen, a cycloalkyl, and a phenyl, which may be substituted 
by hydroxy;" is one semicolon group. 

Applicant also argues that one of skill in the art of organic chemistry or 
pharmaceutical chemistry reading Chiba would not conceive of the presently claimed 
compounds with any expectation, let alone a reasonable expectation, that they would be 
active as ALH-immunosuppressive compounds. Applicant argues that FTY720 is the 
only ALH-immunosuppressive compound specified by Chiba and is the preferred 
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compound of Chiba. These arguments have been fully considered, but are not 
persuasive. 

Chiba et al. teach that the entire genus of compounds having the structure shown 
in the above rejection (also Chiba col. 3 lines 44-col. 4 line 40) are expected to have 
ALH-immunosuppressive activity. Applicant has not provided evidence to the contrary. 
The fact that compound FTY720 is the preferred compound and the subject of the 
working examples of Chiba does not detract from the fact that Chiba clearly teaches 
that all the compounds encompassed by the generic structure would be expected to 
have ALH-immunosuppressive activity. Again it is noted that the instant specification 
discloses this same activity for the instantly claimed compounds. Applicant has not 
provided evidence of unexpected results for the claimed compounds over the teachings 
of Chiba. 



Conclusion 

Claims 1-2, 6, and 11-16 are rejected. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kortney Klinkel whose telephone number is (571)270- 
5239. The examiner can normally be reached on Monday- Friday 10 am to 7 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sharmila Landau can be reached at (571)272-0614. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov . Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Kortney Klinkel/ 
Examiner, Art Unit 161 1 



